Boc2O (0.490 g, 2.25 mmol) was added to a solution of (±)-(5-fluoro)trpytophan (0.500 g, 2.25 mmol) and NaOH (0.213 g, 5.06 mmol) in deionized water (5 mL). The resulting mixture was stirred at room temperature for 48 h. The clear solution was then washed with diethyl ether (10 mL), and acidified with 6 M HCl (1.66 mL). The resulting mixture was extracted with ethyl acetate (2 x 15 mL), and the combined extracts were dried over MgSO4, filtered and evaporated to give a white solid, 0.580 g (80%). NMR was consistent with that reported for commercial products, and was used as obtained.
(±)-Nα-(tert-butoxycarbonyl)-5-fluoro-N-methyltryptophanamide (Boc-(5F)Trp-NHCH3):
Solid Boc-(5F)Trp-OH (0.579 g, 1.80 mmol) was added to methylamine hydrochloride (0.245 g, 3.60 mmol) followed by BOP (0.796 g, 1.80 mmol), to which DMF (10 mL) was added. Triethylamine (0.879 mL, 5.10 mmol) was then added and resulting solution was stirred at room temperature for 24 h under Ar. At which time, the solvent was removed under reduced pressure. The resulting oily residue was partitioned between EtOAc (15 mL) and 10% citric acid (10 mL). The organic layer was separated, and subsequently washed with additional 10% citric acid (10 mL), brine (10 mL) and saturated aqueous NaHCO3 (1x20 mL). The organic solution was dried over MgSO4, filtered and evaporated to give a white solid, which was washed with ether (10 mL), and dried in vacuo to give a white solid. 1 H NMR and UPLC-MS spectra were consistent with the assigned product, purity (DAD) >95%. Material used without further purification, 0.485 g (71%). Boc-(5f)Trp-NHCH3 (1.17 g, 3.48 g) was suspended in dry dioxane (10 mL). The reaction vessel was blanked with Ar and sealed by a septum, through which 4 M HCl-dioxane (5 mL, 20 mmol) was added by syringe. The resulting solution was stirred at room temperature for 14 h under Ar. Following which, dry ether (25 mL) was added. The supernate was decanted and the solid reside was washed with additional chilled ether (2 x 10 mL). The solid was then dissolved in deionized water (15 mL), and the aqueous solution washed with hexanes (15 mL). The aqueous solution was dried under reduced pressure, and the residue was lyophilized from ultra-pure water to give a tan colored solid, which darkened upon standing. The crude product was used immediately as obtained, 926 mg (98%).
Ethyl 3-{[3-(5-fluoro-1H-indol-3-yl)-1-(methylamino)-1-oxopropan-2-yl]carbamoyl}-5-methylhexanoate (pro-EtO-TGF-019):
(Rac)-2-[(Ethoxycarbonyl)methyl]-4-methylpentanoic acid (0.294 g, 1.48 mmol) was added to HOBt•H2O (0.226 g, 1.48 mmol), to which DMF (10 mL) was added. To this solution, EDC (0.261 g, 1.48 mmol) and NMM (0.482 mL, 4.44 mmol) were then added, followed by an additional aliquot of DMF (5 mL). The resulting solution was stirred for 24 h at room temperature. At which time, the solvent was removed under reduced pressure and the resulting residue was partitioned between EtOAc (20 mL) and 10% citric acid (20 mL). The organic solution was subsequently washed with additional 10% citric acid (20 mL), brine (20 mL), sat. NaHCO3 (2 x 20 mL) and brine (20 mL), then dried over MgSO4, filtered and evaporated under reduced pressure to give a yellow foam, 0.432 g. The thusly obtained residue was purified by flash chromatography, Wako-gel 300, eluted with 50% EtOAc/Hex) to give a colorless foamy solid. 1 H NMR was consistent with the expected product as mixture of diasteromers, although its assignment was complicated by the presence of multiple diastereomers and slow interconversion of rotational isomers. UPLC-MS was constant with the assigned structure as a diasterotopic mixture. Total chemical purity > 95% (DAD), 0.332 g (54%). 
3-{[3-(5-Fluoro-1H-indol-3-yl)-1-(methylamino)-1-oxopropan-2-yl]carbamoyl}-5-methylhexanoic acid (pro-OH-TGF-019):
Ethyl 3-{[3-(5-fluoro-1H-indol-3-yl)-1-(methylamino)-1-oxopropan-2-yl]carbamoyl}-5-methylhexanoate (0.121 g, 0.29 mmol) was dissolved in ethanol (6.6 mL) to which LiOH (0.0365 g, 0.870 mmol) was added, followed by deionized water (3.3 mL). The resulting solution was stirred for 24 h, which was then concentrated under reduced pressure. The residue was redissolved in deionized water (20 mL) to which 1M HCl (2 mL) was added dropwise with stirring. The resulting solid was triturated, then partitioned between EtOAc (10 mL) and brine (10 mL). The organic phase was separated, dried over MgSO4, filtered and evaporated to give a pale white solid, which visibly yellowed upon standing, and was immediately carried onto the following step, 0.103 g (91%)   N 4 -benzyloxy-N 1 -[3-(3-fluoro-1H-indol-3-yl)-1-(methylamino)-1-oxopropan-2 
-yl]-2-(2-methylpropyl)butanediamide (BnO-TGF-019):
O-benzylhydroxylammonium chloride (0.125 g, 0.780 mmol) was added to 3-{[3-(5-Fluoro-1H-indol-3-yl)-1-(methylamino)-1-oxopropan-2-yl]carbamoyl}-5-methylhexanoic acid (0.152 g, 0.390) followed by DMF (5 mL). NMM (0.190 mL, 1.76 mmol) was added to the resulting solution followed by BOP (0.173 g, 0.390 mmol). The resulting solution was stirred for 16 h at room temperature under Ar. At which time the solvent was removed under reduced pressure. The residue was partitioned between EtOAc (10 mL) and 10% citric acid (10 mL). The organic phase was separated and washed with brine (10 mL) and saturated aqueous NaHCO3 (2 x 10 mL), then dried over MgSO4, filtered and evaporated under reduced pressure to give a colorless semi-solid, 0.196 g. The crude reside was purified by preparative TLC (10% MeOH/DCM) to give a colorless foamy solid. 1 H NMR was consistent with the assigned structure as mixture of diasteromers, although its assignment was complicated by the presence of multiple diastereomers and slow interconversion of rotational isomers. UPLC-MS was consistent with the assigned structure, although the diasteromer peaks were insufficiently resolved to determine their ratio. Total chemical purity > 95% (DAD), 0.136 g (70%). 
268 mmol) was dissolved in MeOH (5 mL) to which ammonium formate (0.168 g, 2.68 mmol) was added, followed by 10% Pd-C (15 mg) and additional MeOH (2 mL). The reaction vessel was evacuated and charged with Ar, and the resulting mixture was stirred at room temperature for 27 h. Following which, the mixture was filtered through a pad of celite, which was subsequently washed with additional MeOH (20 mL). The combined filtrate and washings were evaporated to give a yellow residue, which was partitioned between 0.1 M HCl (20 mL) and DCM (10 mL). The organic phase was separated, and the aqueous phase re-extracted with EtOAc (2 x 10 mL). The combined EtOAc extracts were dried over Na2SO4, filtered and evaporated to give a white solid. 1 H NMR was consistent with the expected structure as mixture of diasteromers, although its assignment was complicated by the presence of multiple diastereomers and slow interconversion of rotational isomers. UPLC-MS was consistent with the assigned structure as a 2.4:1 mixture of diasteromers. Total chemical purity = 95% (DAD), 0.075 g (69%).
